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VAR G1=0/S 

REP G7=(12-12) CH2 

VPA 9-1/6 U 

NODE ATTRIBUTES: 

DEFAULT MLEVEL IS ATOM 

DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 11 

STEREO ATTRIBUTES: NONE 

L9 61 SEA FILE=REGISTRY SSS FUL L7 

L16 STR 
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CH2^G7w^CH3 
09 10 11 




Gl 8 



G3 14 




CH2-/-G7-^CH3 
09 10 11 
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Hi 



Gl 8 



VAR G1=0/S 
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•L19 ANSWER 1 OF 6 CAPLUS COPYRIGHT 2002 ACS 
ACCESSION NUMBER: 2001:719208 CAPLUS 

DOCUMENT NUMBER: 136:53590 

TITLE: Design, Synthesis, and Characterization of the 
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AUTHOR (S) : 

CORPORATE SOURCE: 
SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
GI 



Antitumor Activity of Novel Ceramide Analogues 
Macchia, Marco; *Barontini, Silvia; Bertini, Simone; Di 
Bussolo, Valeria; Fogli, Stefano; Giovannetti, Elisa; 
Grossi, Enzo; Minutolo, Filippo; Danesi, Romano 
Department of Pharmaceutical Sciences, University of 
Pisa, Pisa, 56126, Italy 

Journal of Medicinal Chemistry (2001), 44(23), 
3994-4000 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 



nCi4H29, 




nCi4H29 



Et 



H 

• N. .X 



NH 



III 



AB A deficiency in apoptosis is one of the key events in the proliferation 

and resistance of malignant cells to antitumor agents; for these reasons, 
the search for apoptosis-inducing drugs represents a valuable approach for 
the development of novel anticancer therapies . In this study we report 
the first example of conf ormationally restrained analogs of ceramide, 
where the polar portion of the mol. has been replaced by a thiouracil { [I; 
X = S (II) ] , [III; X = S (IV) ] } or uracil I [X = 0 (V) ] , III [X = 0 (VI) ] 
ring. The evaluation of their biol. activity on CCRF-CEM human leukemia 
cells demonstrated that the most active was II followed by V (mean 50% 
inhibition of cell proliferation [IC50] 1.7 and 7.9 .mu.M, resp.), while 
compds. IV and VI were inactive, as were uracil, thiouracil, and 
5, 6-dimethyluracil, the pyrimidine moieties of compds. II, IV-VI . For 
comparison, the IC50 of the ref. substance, the cell-permeable 
C2-ceramide, was 31.6 .mu.M. Compds. II and V and C2-ceramide were able 
to trigger apoptosis, as shown by the occurrence of DNA and nuclear 
fragmentation, and to release cytochrome c from treated cells. The 
treatment of female CD-I nu/nu athymic mice bearing a WiDr human colon 
xenograft with the most active compd. II at 2, 10, 50, and 200 mg/kg i.p. 
daily for 10 days resulted in an antitumor effect that was equiv. at 50 
mg/kg or superior (200 mg/kg) to that of cyclophosphamide, 20 mg/kg i.p. 
daily, delivered on the same schedule, with markedly lower systemic 
toxicity. In conclusion, the present study demonstrates that the new 
ceramide analogs II and V are characterized by in vitro and in vivo 
antitumor activity and low toxicity. 

IT 322391-32-2P 379223-24-2P 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); RCT (Reactant) ; SPN (Synthetic preparation) ; BIOL (Biological 
study); PREP (Preparation); RACT (Reactant or reagent) 
(prepn. and antitumor activity of ceramide analogs) 

RN 322391-32-2 CAPLUS 

CN 4 (IH) -Pyrimidinone, 6-ethyl-2 , 3-dihydro-5-tetradecyl-2-thioxo- (9CI) (CA 
INDEX NAME) 
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RN 379223-24-2 CAPLUS 

CN 4 (IH) -Pyrimidinone, 5-ethyl-2, 3-dihydro-6-tetradecyl-2-thioxo- (9CI) (CA 
INDEX NAME) 



S 



HN NH 




IT 322391-33-3P 379223-25-3P 

RL: ADV (Adverse effect, including toxicity); PAC (Pharmacological 
activity); SPN (Synthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(prepn. and antitumor activity of ceramide analogs) 
RN 322391-33-3 CAPLUS 

CN 2,4 (lH,3H)-Pyrimidinedione, 6-ethyl-5-tetradecyl- {9CI) (CA INDEX NAME) 




RN 379223-25-3 CAPLUS 

CN 2 (IH) -Pyrimidinone, 5-ethyl-3, 4-dihydro-6-tetradecyl-4-thioxo- (9CI) (CA 
INDEX NAME) 




REFERENCE COUNT: 26 THERE ARE 26 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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LI 9 ANSWER 2 OF 6 CAPLUS COPYRIGHT 2002 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FT^yilLY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2001:78368 CAPLUS 
134:131369 

process for the preparation of ceramide analogs and 
their use as antitumor agents 

Macchia, Bruno; Balsamo, Aldo; Macchia, Marco; Del 

Tacca, Mario; Danesi, Romano 

Bracco S.p.A., Italy 

PCT Int. Appl., 34 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



WO 2001007418 

WO 2001007418 
W: AE, AG, 
CR, CU, 
HU, ID, 
LU, LV, 
SD, SE, 
YU, ZA, 
RW: GH, GM, 
DE, DK, 
CF, CG, 

IT 1307786 

EP 1198458 

R: AT, BE, 
IE, SI, 

PRIORITY APPLN. INFO 

OTHER SOURCE (S) : 
GI 



A2 

A3 
AL, AM, 
CZ, DE, 
IL, IN, 
MA, MD, 
SG, SI, 
ZW, AM, 
KE, LS, 
ES, FI, 
CI, CM, 

Bl 

A2 
CH, DE, 
LT, LV, 



20010201 
20010510 
AT, AU, 
DK, DM, 
IS, JP, 
MG, MK, 
SK, SL, 
AZ, BY, 
MW, MZ, 
FR, GB, 
GA, GN, 
20011119 
20020424 
DK, ES, 
FI, RO, 



APPLICATION NO. DATE 



WO 2000-EP7023 20000721 



MARPAT 134: 



AZ, BA, BB, BG 
DZ, EE, ES, FI 
KE, KG, KP, KR 
MN, MW, MX, MZ 
TJ, TM, TR, TT 
KG, KZ, MD, RU 
SD, SL, SZ, TZ 
GR, IE, IT, LU 
GW, ML, MR, NE 
IT 1999- 
EP 2000- 
FR, GB, GR, IT 
MK, CY, AL 

IT 1999-FIl 
WO 2000-EP7 
131369 



BR, BY, 
GB, GD, 
KZ, LC, 
NO, NZ, 
TZ, UA, 
TJ, TM 
UG, ZW, 
MC, NL, 
SN, TD, 
FI169 
956250 
, LI, LU, 



69 
023 



A 
W 



BZ, CA, 

GE, GH, 

LK, LR, 

PL, PT, 

UG, US, 

AT, BE, 
PT, SE, 
TG 

19990722 

20000721 
NL, SE, 

19990722 
20000721 



CH, CN, 

GM, HR, 

LS, LT, 

RO, RU, 

UZ, VN, 

CH, CY, 

BF, BJ, 



MC, PT, 





II 



AB The present invention discloses a process for the prepn. of ceramide 
analog (I; XI, X2 = O, S; Rl, R2 = (CH2)13Me, (un) substituted alkyl, 
(un) substituted alkylene groups with one or more substituents selected 
among arom., primary, secondary and tertiary aminic, quaternary ammonium, 
C02H, OH, polyoxyalkyl and ethereal groups, amino acids, halogen, 
saccharidic portions, providing that between Rl and R2 only one is 
{CH2)13Me; R3, R4 = H, (un) substituted alkyl, (un) substituted alkylene 
groups with one or more substituents selected among arom., primary, 
secondary and tertiary aminic, quaternary ammonium, C02H, OH, polyoxyalkyl 
and ethereal groups, amino acids, halogen, saccharidic portion) and 
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pharmaceutical formulations for' the treatment of tumors. Thus, II was 
prepd. by the reaction of . beta . -ketoester III, 

Me (CH2) 14CH (COCH2Me)COOCH2Me (obtained by the reaction of Et palmitate and 
propionyl chloride), with thiourea. II shows IC50 of 1.7 .mu.M in tests 
against human leukemia cell line called CCRF/CEM. 
IT 322391-32-2P 

RL: ADV (Adverse effect, including toxicity); BAG (Biological activity or 
effector, except adverse); BSU (Biological study, unclassified); RCT 
(Reactant); SPN (Synthetic preparation); BIOL (Biological study); PREP 
(Preparation); RACT (Reactant or reagent) 

(process for the prepn. of ceramide analogs and their use as antitumor 
agents) 
RN 322391-32-2 CAPLUS 

CN 4 (IH) -Pyrimidinone, 6-ethyl-2 , 3-dihydro-5-tetradecyl-2-thioxo- (9CI) (CA 
INDEX NAME) 



0 




322391 


-31 


-IP 


322391 


-33- 


3P 


322391 


-34 


-4P 


322391 


-35 


-5P 


322391 


-36- 


6P 


322391 


-37 


-7P 


322391 


-38 


-8P 


322391 


-39- 


9P 


322391 


-40 


-2P 


322391 


-41 


-3P 


322391 


-42- 


4P 


322391 


-43 


-5P 


322391 


-44 


-6P 


322391 


-48- 


OP 


322391 


-51 


-5P 


322391 


-52 


-6P 


322391 


-53- 


7P 


322391 


-54 


-8P 


322391 


-55 


-9P 


322391 


-56- 


OP 


322391 


-57 


-IP 



RL: ADV (Adverse effect, including toxicity); BAG (Biological activity oi* 
effector, except adverse); BSU (Biological study, unclassified); SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation); USES (Uses) 

(process for the prepn. of ceramide analogs and their use as antitumor 
agents) 
RN 322391-31-1 GAPLUS 

GN 2,4 (lH,3H)-Pyrimidinedione, 5-ethyl-6-tetradecyl- (9CI) (CA INDEX NAME) 



0 




Et 



RN 322391-33-3 GAPLUS 

GN 2, 4 (IH, 3H)-Pyrimidinedione, 6-ethyl-5-tetradecyl- (9GI) (GA INDEX NAME) 
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RN 322391-34-4 CAPLUS 

CN 4 (IH) -Pyrimidinone, 2, 3-dihydro-6-propyl-5-tetradecyl-2-thioxo- (9CI) (CA 
INDEX NAME) 



Me- (CH2)13 



n-Pr 




NH 



RN 322391-35-5 CAPLUS 

CN 2, 4 (IH, 3H) -Pyrimidinedione, 6-propyl-5-tetradecyl- {9CI) 



(CA INDEX NAME) 



Me- (CH2)13 




NH 

A, 



n-Pr N ^ o 



RN 322391-36-6 CAPLUS 

CN A (IH) -Pyrimidinone, 6-butyl-2, 3-dihydro-5-tetradecyl-2-thioxo- {9CI) (CA 
INDEX NAME) 




RN 322391-37-7 CAPLUS 

CN 2,4 (lH,3H)-Pyrimidinedione, 6-butyl-5-tetradecyl- (9CI) (CA INDEX NAME) 
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Me- (CH2)13 



n-Bu 




^ 



NH 



RN 322391-38-8 CAPLUS 

CN 4 (IH) -Pyrimidinone, 2, 3-dihydro-6- (2-methylpropyl) -5-tetradecyl-2-thioxo- 
(9CI) (CA INDEX NAME) 



Me- (CH2)13 




NH 



i-Bu N - s 



RN 322391-39-9 CAPLUS 

CN 2, 4 (IH, 3H) -Pyrimidinedione, 6- ( 2-methylpropyl ) -5-tetradecyl- {9CI) (CA 
INDEX NAME) 



Me- {CH2)13 




RN 322391-40-2 CAPLUS 

CN 4 (IH) -Pyrimidinone, 6- (2, 2-dimethylpropyl) -2, 3-dihydro-5-tetradecyl-2- 
thioxo- (9CI) (CA INDEX NAME) 



Me- (CH2)13 




NH 



Me3C~CH2 ^ S 



RN 322391-41-3 CAPLUS 

CN 2, 4 (IH, 3H) -Pyrimidinedione, 6- (2, 2-diinethylpropyl) -5-tetradecyl- (9CI) 
(CA INDEX NAME) 
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NH 



Me3C-CH2 S 



RN 322391-42-4 CAPLUS 

CN 4 (IH) -Pyrimidinone, 2, 3-dihydro-6- (2-phenylethyl) -5-tetradecyl-2-thioxo- 
(9CI) (CA INDEX NAME) 



Me- (CH2)13 




NH 



Ph-CH2-CH2 H^"^^ 



RN 322391-43-5 CAPLUS 

CN 2, 4 {IH, 3H) -Pyrimidinedione, 6- {2-phenylethyl ) -5-tetradecyl- (9CI) (CA 
INDEX NAME) 



Me- {CH2)13 



Ph-CH2-CH2 




NH 



RN 322391-44-6 CAPLUS 

CN 4 (IH) -Pyrimidinone, 6- (3-aminopropyl) -2, 3-dihydro-5-tetradecyl-2-thioxo- 
(9CI) (CA INDEX NAME) 



Me- (CH2)13 




NH 



H2N- (CH2)3 t 



RN 322391-48-0 CAPLUS 

CN Glycine, 3- { 1, 2, 3, 6-tetrahydro-6-oxo-5-tetradecyl-2-thioxo-4- 
pyrimidinyl) propyl ester (9CI) (CA INDEX NAME) 
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0 



II 



0 



Me- (CH2)13 




H2N- CH2- C- 0- ( CH2 ) 3 N ^ s 



RN 322391-51-5 CAPLUS 

CN L-Aspartic acid, 1- [3- (1/ 2, 3, 6-tetrahydro-6-oxo-5-tetradecyl-2-thioxo-4- 
pyrimidinyl) propyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 322391-52-6 . CAPLUS 

CN 4 ( IH) -Pyrimidinone, 2, 3-dihydro-5-tetradecyl-2-thioxo-6- [3- [ [3, 4 , 6-tris-O- 
(phenylmethyl) -.beta. -D-glucopyranosyl] oxy] propyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 322391-53-7 CAPLUS 

CN 1 (2H) -Pyrimidineacetic acid, 6-ethyl-3, 4-dihydro-4-oxo-5-tetradecyl-2- 
thioxo-, ethyl ester (9CI) (CA INDEX NAME) 



0 




O 




S 




0 



H 
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RN 322391-54-8 CAPLUS 

CN 4 (IH) -Pyrimidinone, 6- [3- ( .beta . -D-glucopyranosyloxy) propyl] -2, 3-dihyciro-5- 
tetradecyl-2-thioxo- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 

(CH2)13 
(CH2)3 ^ /.O 




RN 322391-55-9 CAPLUS 

CN 4 (IH).-Pyrimidinone, 6- (3-bromopropyl) -2, 3-dihydro-5-tetradecyl-2-thioxo- 
{9CI) (CA INDEX NAME) 



Me- {CH2)13 



NH 



Br-(CH2)3 S S 



RN 322391-56-0 CAPLUS 

CN 4 (IH) -Pyrimidinone, 2, 3-dihydro-6- [3- ( 1-piperidinyl ) propyl] -5-tetradecyl-2- 
thioxo- {9CI) (CA INDEX NAME) 




Me- {CH2)13 



RN 322391-57-1 CAPLUS 

CN 4-Pyriniidinepropanaminium, N, N, N-triethyl-1, 2,3, 6-tetrahydro-6-oxo-5- 
tetradecyl-2-thioxo-, bromide (9CI) (CA INDEX NAME) 
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Me- {CH2)13 




Et3+N- (CH2)3- N 
H 



Br" 



IT 



RN 
CN 



322391-45-7 

RL: RCT (Reactant) ; RACT (React ant or reagent) 

(process for the prepn. of ceramide analogs and their use as antitumor 

agents) 
322391-45-7 CAPLUS 

4 (IH) -Pyrimidinone, 6- [3- [ [ (1, 1-dimethylethyl ) diphenylsilyl] oxy] propyl] - 
2,3-dihydro-5-tetradecyl-2-thioxo- (9CI) (CA INDEX NAME) 



IT 



NH 



Me- {CH2)13 
Ph 

t-Bu-Si~0- (CH2)3 N 
I ^ H 

Ph 

IT 322391-46-8P 322391-47-9P 322391-49-lP 
322391-50-4P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(process for the prepn. of ceramide analogs and their use as antitumor 
agents) 
RN 322391-46-8 CAPLUS 

CN 4 ( IH) -Pyrimidinone, 2, 3-dihydro-6- (3-hydroxypropyl) -5-tetradecyl-2-thioxo- 
(9CI) (CA INDEX NAME) 




HO- (CH2)3 ^S'^^S 



H 



RN 322391-47-9 CAPLUS 

CN Glycine, N- [ (phenylmethoxy) carbonyl] 3- ( 1, 2, 3, 6-tetrahydro-6-oxo-5- 
tetradecyl-2-thioxo-4-pyrimidinyl) propyl ester {9CI) (CA INDEX NAME) 
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Ph-CH2-0-C-NH-CH2'-C-0- (CH2)3 



RN 322391-49-1 CAPLUS 

CN L-Aspartic acid, N- [ ( 9H-f luoren-9-ylmethoxy) carbonyl] 

4- (1, 1-dimethylethyl) l-[3-{l,2,3, 6-tetrahydro-6-oxo-5-tetradecyl-2-thioxo- 
4 -pyrimidinyl) propyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



(CH2)13 



Me 




(CH2)3 



.NH 




RN 322391-50-4 CAPLUS 

CN L-Aspartic acid, 4- ( 1 , 1-dimethylethyl ) 1- [3- { 1, 2 , 3, 6-tetrahydro-6-oxo-5- 
tetradecyl-2-thioxo-4-pyrimidinyl)propyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



t-BuO 




(CH2)13 



(CH2)3 



N 
H 



NH 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 



CAPLUS COPYRIGHT 2002 ACS 
1981:156853 CAPLUS 
94: 156853 

Synthesis and antibacterial activity of high alkyl 
barbituric acids 

Beres, James A.; Kurlick, Nicholas J.; Shaffer, Scott 
E.; Varner, Max G. 

Dep. Chem., Shippensburg State Coll., Shippensburg, 
PA, 17257, USA 

Eur. J. Med. Chem. - Chim. Ther. (1980), 15(6), 571-3 
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CODEN: EJMCA5; ISSN: 0009-4374 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
GI 




AB 



IT 



RN 
CN 



Barbituric acids I (R = allyl, n = 7, 11, 13, X = 0; R = allyl, n = 11, X 
= S) were prepd. by alkylating di-Et allylmalonate and cyclizing the 
alkylallylmalonates with (H2N)2CX. I (n = 9, R = cyclopropylmethyl , X = 
0) was prepd. by treating di-Et decylmalonate with cyclopropylmethyl 
bromide and cyclizing with urea. I were less effective bactericides than 
the known I (R = allyl, n = 9, X = 0) . 
77261-34-8P 

RL: BAG (Biological activity or effector, except adverse); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(prepn. and bactericidal activity of) 
77261-34-8 CAPLUS 

2,4, 6 (IH, 3H, 5H) -Pyrimidinetrione, 5- (2-propenyl ) -S-tetradecyl- (9CI) (CA 
INDEX NAME) 



HN^^L^ CH2- CH= CH2 
1 1 {CH2)13-Me 



LI 9 ANSWER 4 OF 6 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 
SOURCE: 

DOCUMENT TYPE: 

LANGUAGE : 

GI 



CAPLUS COPYRIGHT 2002 ACS 
1979: 152519 CAPLUS 
90: 152519 

Unnatural nucleosides and nucleotides. III. 

Preparation of 2- and 4-carbon-14-labeled 

5-alkyluracils and 5-alkyl-2 * -deoxyuridines 

Szabolcs, A.; Kruppa, G. ; Sagi, J.; Otvos, L. 

Cent. Res. Inst. Chem. , Budapest, Hung. 

J. Labelled Compd. Radiopharm. (1978), 14(5), 

CODEN: JLCRD4; ISSN: 0362-4803 

Journal 

English 



713-26 
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RN 

1 



,Xl .r2 



H0CH2 
,0. 



OH 



III 



I 

X< 



IV 



AB 



IT 



RN 
CN 



Uracils I (X = 14C0, XI - CO, R = Rl = H) [R2 = Me, Me2CH (II), Me3C, 
Me(CH2)n (n = 1-7, 9, 13)] were prepd. (radiochem. yield 36.3-66.3%) by 
condensation of HC{0Et)3-Zn with R2CHBrC02Et to give [R2CH [CH (OEt ) 2] C02Et , 
followed by cyclocondensation with {H2N)214CS to thiones I (X = 14CS, XI, 
R-R2 as before), and oxidn. by (C1CH2C02H, H20) . An analogous reaction 
sequence involving R2CHBrl4C02Et [R2 = Me, Et, Me{CH2)5, Me{CH2)13] and 
{H2N)2CS gave the corresponding uracils I (X = CO, XI = 14C0, R = Rl== H, 
R2 as above) (radiochem. yield 30-32, 32-35, 28-30, 24-25% resp) . 
Uridines I (X = 1400, XI = CO; X = CO, XI = 14C0) (R = H, Rl = .beta. -Ill; 
R = .alpha. -Ill, Rl = H) (R2 = alkyl) were obtained (major products Rl = 
.beta. -Ill) by condensation of the corresponding trimethylsilyl derivs. IV 
(X = 14COSiMe3, X = C0SiMe3; XI = 14COSiMe3) (R2 = alkyl) with 
3 ' , 5 ' -di-0-p-chlorobenzoyl- . alpha. 1 .beta . -D-ribofuranosyl chloride in MeCN 
(HgBr2, room temp., 14 h ) and deacylation (NaOMe) . E.g., I (X = 14C0, XI 
= CO, R2 = Me2CH) (R - H, Rl = .beta. -Ill; R = .alpha. -Ill, Rl = H) were 
obtained (radiochem. yield 45.6, 15.2%, resp. from II). 
69263-59-8P 69263-83-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) 
(prepn. and oxidative desulf urization of) 

69263-59-8 CAPLUS 

4 (IH) -Pyrimidinone-2-14C, 2, 3-dihydro-5-tetradecyl-2-thioxo- (9CI) (CA 
INDEX NAME) 




{CH2)l3~Me 



0 



RN 69263-83-8 CAPLUS 

CN 4 (IH) -Pyriniidinone-4-14C, 2, 3-dihydro-5-tetradecyl-2-thioxo- (9CI) (CA 
INDEX NAME) 



H 




{CH2) 13-Me 



0 
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IT 69263-69-OP 69263-87-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) / PREP (Preparation) 
(prepn. and trimethylsilylation of) 
RN 69263-69-0 CAPLUS 

CN 2,4(lH,3H)-Pyrimidinedione-2-14C, 5-tetradecyl- (9CI) (CA INDEX NAME) 




(CH2) 13-Me 



0 



RN 69263-87-2 CAPLUS 

CN 2,4 (lH,3H)-Pyriniidinedione-4-14C, 5-tetradecyl- {9CI) (CA INDEX NAME) 




LI 9 ANSWER 5 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S) : 
CORPORATE SOURCE: 



-deoxyuridines 
Otvos, L. 
Hung. Acad. Sci, 



Budapest, 



CAPLUS COPYRIGHT 2002 ACS 
1976:31351 CAPLUS 
84:31351 

Synthesis of 5-alkyl-2' 
Szabolcs, A. ; Sagi, J. ; 
■ Cent. Res. Inst. Chem., 
Hung. 

J. Carbohydr., Nucleosides, 
197-211 
CODEN: JCNNAF 
Journal 
English 

For diagram(s), see printed CA Issue. 

Deoxyuridines I (R = alkyl) were prepd. in 55-90% yields by condensing the 



SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 
GI 
AB 



Nucleotides (1975), 2(3) 



IT 



RN 
CN 



uracils II in MeCN using mol . sieves and HgBr2 with protected 
2-deoxyribof uranosyl chloride followed by deblocking. 
57741-79-4P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(prepn. and condensation of, with deoxyribof uranosyl chloride) 
57741-79-4 CAPLUS 

2,4 (lH,3H)-Pyrimidinedione, 5-tetradecyl- (9CI) (CA INDEX NAME) 
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L19 ANSWER 6 OF 6 CAPLUS COPYRIGHT 2002 ACS 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S): 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1968:87307 CAPLUS 
68:87307 

5- ( . beta . -Bromoallyl ) -5-tetradecyl-2-thiobarbituric 
acid 

Fahrni, Peter; Mosimann, Walter; Schnider, Otto 

Hoffmann-La Roche, F., und Co., A.-G. 

Patentschrif t (Switz.), 2 pp. 

CODEN: SWXXAS 

Patent 

German 

1 



GI 
AB 



IT 



RN 
CN 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



CH 



19620719 



CH 427819 19670714 
For diagram (s), see printed CA Issue. 

Addn. to Swiss 411,901 (see Belg. 622,081, CA 59: 14006h) . The title 
product (I), which is therapeutically compatible .as the Na or Ca salt and 
is effective against virus infections, is made by the condensation of 
diethyl ( .beta . -bromoallyl) tetradecylmalonate (11) with thiourea (III) in 
the presence of basic agents. Thus, 55 g. II was added to a soln. of 9.3 
g. Na and 13.18 g. Ill in 90 ml. anhyd. MeOH and the mixt. 
70. degree. 2 hrs . until a sample of the reaction soln. was 



stirred at 
clearly sol. 



The alkali salt is prepd. 



in ale. 
Na salt 



water to give I, m. 90. degree. (EtOH) 

soln. with alkali alkoxide and the Ca salt by the reaction of the 
with CaC12. 
17709-73-8P 

RL: SPN (Synthetic, preparation) ; PREP (Preparation) 

(prepn. of) 
17709-73-8 CAPLUS 

Barbituric acid, 5- (2-bromoallyl) -5-tetradecyl-2-thio- (7CI, BCI) (CA 
INDEX NAME) 



HN 



CH2 



CH2-C~ Br 
(CH2) 13-Me 



=> file caold; d que nos 120 

FILE 'CAOLD' ENTERED AT 10:24:24 ON 20 JUN 2002 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
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PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE COVERS 1907-1966 

FILE LAST UPDATED: 01 May 1997 ( 19970501/UP) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. Title keywords, authors, patent 
assignees, and patent information, e.g., patent numbers, are 
now searchable from 1907-1966. TIFF images of CA abstracts 
printed between 1907-1966 are available in the PAGE 
display formats. 

This file supports REGlstRY for direct browsing and searching of 
all substance data from the REGISTRY file. Enter HELP FIRST for 
more information. 



L7 
L9 

L16 
L18 
L20 



STR 

61 SEA FILE=REGISTRY SSS FUL L7 

STR 

45 SEA FILE=REGISTRY SUB=L9 SSS FUL Ll( 
1 SEA FILE=CAOLD ABB=ON PLU=ON LIB 



=> d iall hitstr 120 1 



L20 ANSWER 1 OF 1 
ACCESSION NUMBER: 
TITLE: 

PATENT ASSIGNEE: 
DOCUMENT TYPE: 
PATENT NO. 



CAOLD COPYRIGHT 2002 ACS 
CA59:14006h CAOLD 
thiobarbituric acids 
Hoffmann-La Roche, F., & Co. A.-G. 

Patent 

KIND DATE 



PI BE 622081 
FR 1342203 
FR M2059 
GB 973922 

US 3271402 1966 
INDEX TERM: 17709-73-8 22196-69-6 77261-33-7 

94208-28-3 94380-09-3 94436-09-6 
95001-08-4 95135-59-4 95221-65-1 
95221-66-2 95222-46-1 95222-47-2 
95564-75-3 95706-72-2 95808-74-5 
95818-07-8 
IT 17709-73-8 22196-69-6 94380-09-3 
95001-08-4 95135-59-4 95221-66-2 
95222-46-1 95222-47-2 95808-74-5 
95818-07-8 
RN 17709-73-8 CAOLD 

CN Barbituric acid, 5- {2-bromoallyl ) -5-tetradecyl-2-thio- .{7CI, SCI) (CA 
INDEX NAME) 



Prepared by Toby Port STIC-Biotech 308-3534 



Lewis 10/031,692 



Page 19 



r 



HN 




CH2 
CH2-C-Br 
(CH2) i3~Me 



RN 22196-69-6 CAOLD 

CN 4,6 (IH, 5H) -Pyrimidinedione, dihydro-5- {2-propenyl) -5-tetradecyl-2-thioxo- 
(9CI) (CA INDEX NAME) 



HN, 




CH2-CH— CH2 
(CH2)13-Me 



RN 94380-09-3 CAOLD 

CN Barbituric acid, 5-methyl-5-tetradecyl-2-thio- (7CI) (CA INDEX NAME) 



W (C 



(CH2) 13-Me 



RN 95001-08-4 CAOLD 

CN Barbituric acid, 5- {2-propynyl) -5-tetradecyl-2-thio- (7CI) (CA INDEX 
NAME) 



H 




HN.^^^CH2-C=CH 

II (CH2) 13-Me 
0 



RN 95135-59-4 CAOLD 

CN Barbituric acid, 5-propyl-5-tetradecyl-2-thio- (7CI) (CA INDEX N7\ME) 
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0 



RN 95221-66-2 CAOLD 

CN Barbituric acid, 5- (2-methylallyl) -5-tetraciecyl-2-thio- {7CI) (CA INDEX 
NAME) 




II (CH2)13-Me 
0 



RN 95222-4 6-1 CAOLD 

CN Barbituric acid, 5-butyl-5-tetradecyl-2-thio- (7CI) (CA INDEX NAME) 




0 



RN 95222-47-2 CAOLD 

CN Barbituric acid, 5-isobutyl-5-tetradecyl-2-thio- (7CI) (CA INDEX NAME) 




0 



RN 95808-74-5 CAOLD 

CN Barbituric acid, 5-cycIohexyl-5-tetradecyl-2-thio- (7CI) (CA INDEX NAME) 
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(CH2)13-Me 



RN 95818-07-8 CAOLD 

CN Barbituric acid, 5- (2-cyclohexen-l-yi) -5-tetraclecyl-2-thio- (7CI) (CA 
INDEX NAME) 




(CH2)13-Me 



=> file home 

FILE 'HOME' ENTERED AT 10:28:30 ON 20 JUN 2002 
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1963 14005 38— Heterocyclic Compounds 14006 

Thiamine disulfide tetrabenzoate. Chikataro Kawasaki. Ni). The catalyst was filtered off, pH adjusted to 5 with EtOH- 

Japan. 11.634('63), July 9, Appi, Feb. 16, 1960; 2 pp. To a HCL the mixt. coned, in vacuo, and the product recrystd. (EtOH 

suspension of 2.5 g. thiamine disulfide in 60 cc. pyridine is added and EtOtCCHsAc) to afford I (R = PhCH(OH)CHMeNHCH- 
5 cc. BzCI, the mixt. kept overnight, pyridine removed, the 

sirupy residue' dissolved in AcOEt, washed with NaHCOi soln. p « 

and HjO, and evapd. to give 2 g. title compd. (I), m. 97-100"', a m^S^N^ 

pale yellow sandy crystals, insol. in HjO, sol. in EtOH. MeiCO, T ft ^ 

and AcOEt. I is not decompd. by the aneurinase bacteria. 0 

Hiroshi Kataoka 

,r ';i?''^'^'^i^?'"'^^^K^P?^''*^ri^'t" ^JPy^^^^f • . MeCH,] HCl salt, m, 228-9^ Similarly prepd. were I [R = HO- 

Karl Thomae G.m.b.H. (by Franz G. Fischer, Josef Roch, and /prr x isju/ru vi un m lo^i c^.- t ro - pkou/aiix 

August Kottler). Ger. 1. 150.681 (CI. 12/)), June 27. 1963. Appl. ffl^^^^^^ Lit' m * ^^^^ i% Tr nh.n^^??^ 

23 1959; 2 pp^ 2,6-Bis(diethanolaminoM.8-bis(R.s^^^^ drox'^^pSm^^^^^ 

$tltuted)pyninido|5,4-d)pjrrimidines (I) are prepd. by treating * i i i i ^- l ■ 

2,6-dichloro aiwIogsOtt) of I wito d^^^^ (m) in the pres- s-ChloropFtaldoIS.Wlpyrimidiiies. Dr. Karl Thimke G m.- 

ence of an acid acceptor at 15(H250 Thi^, 7.2 g. U (R = ^.H. (by Ffanz G. Fisch". Josef Roch, and August Kottler). 

U,5,6-tetrahydropyndmoX m. 209-11 (decompn ). and 32 g 5 (jer. 1.150,082 (CI. \2p). June 12, 1963. Appl. Apr 25, 1956; 2 

m are kept 50 mm at 90^5°, and the product taken up in 150 ^o 4.8 g. 2,4.8-trichloropyrimido[5.4id]pyrimidine in 60 

cc. H,0 and worked up to give 7.0 g. I (R = 1,2 5.6-tetohydro- ^ ^^^^^ ^^^ed 4.6 g. allylam ne n 15 CC. dioxane. 

Z^A^ <^^C^:^!^A^f^^^. » (r: a-""- °' 2.hlL^.ibis(a..yami«o)pyrimido- 

% yield, and m. p. given): 3-hydroxypiperidino. 57, 202-4°; Muru nunu 

1,2,3.4-tetrahydroquinoHno, 85 , 223-5^ and these 11 (R and— nhch,CH:CH, 

m.p. given): 3-hydroxypiperidino, 208-10**; 1,2,3,4-tetrahydro- N^^^V-Cl 

QuinoKno, 246-8**. Cf. Belg. 569,399. Si^^^ ^'^ 

R NHCHaCHrCHa 

Kj^yN^N(CHrf3H,0H), c [5,4-(i]pyrimidine (I), needles, m. 114-16° (EtOH); its 4,8-bis- 

(HOCHrf:H«>tN-l:yls^N ^' (3-methoxypropylaraino) analog m. 9&-100°. These compds. 

^ are useful as vasodilators. A. Nederlof 

Pyrimido[5,4-d]pyriinidittes. Dr. Karl Thomae G.m.b.H. (by 

A. Roders Franz G. Fischer, Josef Roch, and August Kottler). Ger. 
l-[(2-Chloroalkyl) and (2-clilorocycloalkyl)]-4,5-dichloro-6-_ i,i5o,081 (CI. 12^'), June 12, 1963. Appl. Apr. 25, 1956; 2 pp. 

pyridazones. Badische Anilin- & Soda-Fabrik A.-G. (by Franz To 2.7 g. 2,4,6,8-tetrachloropyrimido[5,4-f/)p>Timidine (I) in 

Reicheneder and Karl Dury). Fr. 1.350,399, June 21, 1963; 50 cc. dioxane was added 3.9 g. dial lylamine in 20 cc. dioxane to 

Ger. Appl. July 19. 1961 ; 12 pp. l,4.6-Trichloro-6-pyridazone ppt. an oil. The solvent evapd.. the oil digested with dild. HCl, 

(I) is treated with alkenes and cycloalkenes to give the title the whole stored, and the solid isolated and dried gave 97% 2,6- 

compds, which can be used as herbicides and as insecticides. dichloro-4,8-bis(diallylamino)pyrimido(5.4 -dlpyrimidine (ID, 

Thus, 5 parts I is added to 50 parts cyclohexene in portions at 60°, ^ fluorescent needles, m. 100-1° (MeOH). Similarly, 5.4 g. I ui 
the mixt. agitated for 10 min., the excess cyclohexene evapd., 

and the residue recrystd. twice in MeOH to give 3 parts l-(2- NHCHjCH:CHi 

chIorocyclohexyl)-4,5-dichloro-6-pyridazone. m. 133-4°. Simi- jL^N 

larly prepd. are I (R and m.p. given): 2-chlorocycIooctyl. 99- JI Sf ^l"^* (ll) 



a. P 



NHCHtCH:CH3 



^"^ 70 cc. dioxane and 7.3 g.H0CH2CH(0H)CH,NH, in 70 cc.abs. 

ale. gave an oil, which treated with H^O yielded 63% 4,8-bis(2,3- 
100° (cyclohexane); phenylchloroethyl, 134° (MeOH); di- dihydroxypropylamino) analog of II, needles, m. 208-10° (H2O). 
chloropropyl, 59° (ether); 2-broraocyclooctyl, 162-3° (cyclo- ^ These compds. were useful as vasodilators. A. Nederlof 

hexane); chloromethylpentyl, 39-40°; MeCHClCHMe. 51-3° 2-Diethanolammo-4,8-bis(allylamino)pyrimidoI5,4-<iJpyrimi- 
( cyclohexane); chlorocyclododecy], 87-9° (ale); chloroisopen- dine. Dr. Karl Thomae G.m.b.H. (by Franz G. Fischer, Josef 
tyl, 46-50* (petr. ether); Me2(MeO)CCHClCH2, 83«4° (petr. Roch, and August Kottler). Ger, 1,150,085 (CI. \2p), June 12. 
ether); Me2(AcO)CCHClCH2, 99-101° (MeOH); 5,5-dimethyl. 1963, Appl. Apr. 25, 1956; 2 pp. Heating 4.2 g. 2.CI analog rf 
4-chloro-2-dioxolanone-4-ylraethyl, 168-70° (MeOH); /5-chloro- _ the title compd. (I) and 9.5 g. HN(CHiCH20H)i 10 min. at 200°. 
a-(2-pyrrolidon-2-yl)ethyI, 157-8° (MeOH); P-chloro-j8-(9-car- digesting the oily mixt. with HiO, and air-drying the ppt. (4.6 
bazolyl)ethyl. 163-4° (MeCN); Ph(ClCH2)CMe, 106-8° (Me- g.) crystd. from OAN HCl (C). then 3 times from HtO gave I.. 
OH); 2-chloro-5-cyclooctenyl, 151-3° (EtOH). Also prepd. is needles, m. 104-6°. I is useful as a vasodilator. 
l-(chlorocyclohexyl)-4-methoxy-5-chloro-5-pyridazone, m, 140- 

1<>, BPPF NHCH,CH:CH, 

2.4,6.8 - Tetra(allylainino)pyrimido(5,4 - d]pyrimidine. Dr. / N^K'^ 
Karl Thomae G.m.b.H. (by Franz G. Fischer, Josef Roch, and moru-ru ^ 10 E Jt (Xi 

August Kottler). Ger. 1.150,084 (CI. 12^), June 12, 1963. Appl. (HUUii*^irf<-k^>YN 
Apr. 25, 1956 ; 2 pp. Heating 6.4 g. 2,4,6,8-tetrachloropyri- NHCHaCftCH* 
midol5,4w/]pyrimidine, 30 cc. allylamine, and 0.1 g. CuSO^ in a ^ Nederlof 

sealed tube 1 hr at 200°, then adding 200 cc. H2O to the mixt. _ 2.Morpholino-4.8-bis(3-methoxypropylainino)pyrimidof5,4^1. 

201-^°. I is useful as a vasodilator. j-J l^lob^^U^^^^ ? PP- ''Tl^/'c/anal^^^^^^ 

NHCHaCHiCHa ^® ^'^^ compd. (I) (3.4 g.) and 3.5 g. morpholine heated in a 



^NHCH«CH!CHs S NH(CH0»OMe 

HsC:CHCHsHN-4«. JL ^ili I - 



NHCHiCH:CH» 

A. Nederlof NH(CH,),OMe 
Theophyllind and theobromine derivatives. Deutsche GoId_ 

und Silber-Scheideanstalt. Brit. 928,763, June 12, 1963; sealed tube 1 hr. at 200°, and the mixt. worked up gave 89% 1, 

Ger. Appl. Aug, 16, 1968; 4 pp. Addn. to Brit. 859.445 {CA needles, m. 80-2° (addn. of O.lN HCl, diln. with HjO, then pptn. 

55, I4489(i). The title compds. were prepd. by reaction of an with coned. NH4OH). This compd. is useful as a vasodilator. 

acetonyl deriv. of a xanthine with primary amines followed by A. Kederlof a , Ts AiJtMfUUL.' 

catalytic redn. Thus, 23.6 g. 7-acetonyltheophyUine was re- Thiobarbituric acids. F. Hoffmann-La Roche & Co., A.-O. C^^^-' 

fluxed with 45.3 g. (^/-norephedrine in 100 cc. abs. PhMe (with h Belg. 622.081. Mar. 4, 1963; Swiss Appl. Sept. 29. 1961; 13 pp. /iyi D •■'K' 

continuous removal of H2O with BaO). On cooling, the re- The title compds. (I) and their Na and Ca salts posses<;ed thera- I 

action product was pptd. with petr. ether, filtered off, stirred peutic and prophylactic properties useful against the influenza 

with 1 1. hot HjO," filtered off, dried, and recrystd. from EtOH virus, and. were use4 in 100-1000 mg. dose. To a soln. of 16. 

to give 6.6 g., m. 169-70.5°, which was dissolved in 100 cc. g. Na in 162 ml. abs. MeOH, 23.2 g. thiourea was added, and 

EtOH and shaken with H at 60-70° at 80 atm. for 6 brs. (Raney the whole mixed to soln. To the soln. at 60°, 80 g. di-£t ally]- 



